=> s 111 and mutant 

84 Lll AND MUTANT 

Lib 

=> s 115 and ovalbumin 

10 L15 AND OVALBUMIN 

Llo 

=> dup remove 116 

PROCESSING COMPLETED FOR^16 ig ^ DUpLICATES REMOVED) 

L17 1 



=> d 117 1-2 cbib abs 



. ^t? o MEDLINE 

iEuSKf — «■ 21118691 



AB 
by 



DUPLICATE 1 
„ tt\ H9A2993. Evidence for 
PubMed ID: 112823^-3 

■54948 Document sumoex: bin ding enhances 

Successful antigen y ant iaen capture by 

o£ factors including the eff J "^antigen processing, 

a number of £ actor b x . araet i ng to compartment of 

■ rnA( + ) T cells. 

Pr0lif a nd at cy°to k ine e = sion ^252^^^^ nonTcells , and 
investigation regarding^ ^ expression of MHC class ^ 

binding directly a demonstrated that class n-rich 

fractionation of B ^ ion and targeting to cla class n 

L17 ANSWER 2 OF 2 «^™! 24 , 9(i . PubM.d ID, '""^^""f^lS ' 

^24796 °-r nt a B ,„S"kdf « induces the '^Tesearcn Schoo! 

ISSN: 0953-8178. pud ^ nus lv on the surface of 

English. are _ lycoS phingolipids * V^SIs inserted into the 

M 9 Gangliosides are gjY^ ta ? n a cera mide tail that ^ The non -toxic 

S^^-^-^r- fcne a rfch S ia al coli a beat-labile 

B subunit oligomer iwauu page 8 



_ ••mrmnnaen in vivo and has profound 
enterotoxin (Etx) is a P otent . ^ Oocytes in vitro, 

Adulatory effects «n Kerned lyj^cy ^ gang l 10S ide 
nrooerties which are dependent on ,. nking G M1 by EtxB 

?eceSrs. Here, it is shown that «£ B ^ nd C D8 ( + ) T cells from 

causes a differential ef ect on m a t-e CD4 (.) ^ ^ antigen , 
Ivrrroh node cultures proliferating ± *\. led to the . 

Sptocytes rapid l>»'»^X« Slued, properties which are 

SUSS SS5SS'«- , HSS S" JSS^SJSv'SSS.S. 

^'"induction of apoptosis in mature CDS (+) T l W hocytes. 

=> s Williams n?/au 

L18 5961 WILLIAMS N?/AU 

=> S 118 and "IL-10" 

L19 20 L18 AND "IL-10" 

=> s 119 and "EtxB" 

L20 3 L19 AND "ETXB" 

=> dup remove 120 

PROCESSING COMPLETED r FOR v L20 2q ^ REM0VED) 
L2 1 

=> d 121 1-3 cbib abs 

L21 ANSWER X OF 3 ^"efselTaS administration of ,d„i*ed .. 

2001-82983 Document No .: PREWUuiuu fwtxB ) and insulin prevents 

coli heat-labile toxin B subunit (EtxB) ™« inducin g regulatory 

autoimmune diabetes ^litus <™ £^ Neil A . (i) . (1) 
CD4+ cells. Turcanu, Victor (1) , £ t of Bristol, Bristol, BS8 1TD 

Dept. Pathology and Microbiology University nt ^ 59 . 

^ n ^ing' ^OO^iShTo^/ for 

English. 

L21 ANSWER 2 OF 3 of the human MLR 

2001:82982 Document i-.^ g subunit (EtxB): Induction of 

by E. coli-heat-labile toxin » . will iams, Neil A. (1) • _ 

reaulatory T cells. Turcanu, Victor U , « . f Bristo l, Bristol, BS8 
nTlllt Pathology and Microbiology, £ ^ %. Supp iement 1, pp. 59. 
Itd UK immunology, (Dec ember 2000) Vol . ^ society f 

print. Meeting Info.: ^^S^M, 2000 British Society for 
^^■^^^"SS-O.: English. Summary Language: 

English. 



L21 
2000 



P. 



M» 3 OP 3 BIOSXS """"^"SS 

'^oTS^^ c. 

effects upon the mixea xyi v 

m=Si=?ogy, university °"" St f' p *" Meeting Info., C ™*"y 

rZr* 1999) Vol. 98, No. suppl. i» pp aT ,^ t- hp British Society for Allergy 
orthe British Society for ™ ol ^Y the Brit^ 30 _ Dece ^ e r 03 
° & Clinical immunology Harrogate, & "glS^l Immunology. ISSN: 0019-2805. 
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Executing the logoff script. 



=> LOG Y 

COST IN U.S. DOLLARS 
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1 CELL 

|MOL LONING LABORATOR 
|J VIROL 
| NATURE 
| NATURE 
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=> d his 



LI 
L2 
L3 
L4 
L5 
L6 



(FILE 'HOME' ENTERED AT 09:58:00 ON 02 MAR 2001) 

FILE ' MEDLINE, EMBASE, BIOSIS, SCISEARCH, CAPLUS ' ENTERED AT 09:58:19 ON 

02 MAR 2001 

3 6730 S ENTEROTOXIN 
559 0 S LI AND HEAT LABILE 
1 S L2 AND B SUBNIT 
649 S L2 AND MUTANT 

7 S L4 AND BINDING ASSAY 

3 DUP REMOVE L5 (4 DUPLICATES REMOVED) 



=> s 14 and IL10 

L7 0 L4 AND IL10 

=> s 14 and reduce GM1 binding 

L8 o L4 AND REDUCE GMl BINDING 

=> dup remove 14 
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ess s ssassi a ssss s s 

PROCESSING C«™^ H (915 DUpLICRTES REMOVED, 

=> s 19 and EtxB 

Ll0 15 L9 AND ETXB 

=> s 110 and cytokine 

L11 1 L10 AND CYTOKINE 

=> d 111 
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ANSWER 1 OF 1 MEDLINE 
96133910 MEDLINE 

SSSSi*. OF THE NATXONAL — 0 F SCIENCES 0, THE UNITED STATES OE 

AMERICA, 11996 91 ^ '""til 

Journal code: PV3 . ISSN: 0027-8424. 

Journa^f""^; ( JOURNAL ARTICLE) 

English ^ , e 

Priority Journals; Cancer Journals 

199604 



=> dup remove 110 

PROCESSING COMPLETED r ^L10 io ^ REMQVED) 

=> d 112 
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AU 
CS 
of 

SO 

CY 
DT 



ANSWER 1 OF 15 MEDLINE 
1999134317 MEDLINE 

nigral b..i. for the differential tosicrty of cholera toxin and 
cStricSon^f^S™ .TSSSSS-th. A2-do„,i» .. the det.r^n.nt 

of differential toxicity. Lencer W I; Hirst T R 

Journal code: HIV. ISSN: 0021-9258. 

United States 

journal; Article; ( JOURNAL ARTICLE) ^ ^ 



LA English 

FS Priority Journals; Cancer Journals 

EM 199905 

EW 19990502 



=> d 110 all 1-15 



L10 ANSWER 1 OF 15 MEDLINE 
AN 1999134317 MEDLINE 

?? Structural basis for the differential toxicity of cholera toxin and 
TTcrhprirhia coli heat-labile enterotoxin. 

Construction of hybrid toxins identifies the A2-domam as the determinant 

of differential toxicity. 
AU Rodighiero C; Aman A T; Kenny M J; Moss J; Lencer W I, Hirst T R 
CS Department of Pathology and Microbiology, University of Bristol, School 



of 



Medical Sciences, Bristol BS8 1TD, United Kingdom. 
SO JOURNAL OF BIOLOGICAL CHEMISTRY, (1999 Feb 12) 274 (7) 3962-9. 

Journal code: HIV. ISSN: 0021-9258. 
CY United States 

DT Journal; Article; (JOURNAL ARTICLE) 
LA English 

FS Priority Journals; Cancer Journals 
EM 199905 
EW 19990502 

Cholera toxin (Ctx) and E. coli heat-labile B i mi ,= r rrS 

enterotoxin (Etx) are structurally and functionally similar AB5 
tox!ns wiS over 80% sequence identity. When their action in polarized 
human e^tSelial (T84) cells was monitored by measuri " ? toxin- induced Cl- 
ion secretion, Ctx was found to be the more potent of the two toxins . 
Here we examine the structural basis for this difference in toxicity by 
engineering a set of mutant and hybrid toxins and testing their 
ac?ivitj in T84 cells. This revealed that the differential toxicity of 

CtX and Etx was (i) not due to differences in the A-subunit's C-terminal KDEL 
SrgeSng motif (which is RDEL in Etx, , as a KDEL to RDEL substitution 



AB 



had 



Etx 



no effect on cholera toxin activity; (ii) not attributable to the 
enzymatically active Al-fragment, as hybrid toxins m which the 
I^agment in Ctx was substituted for that of Etx (and vice versa) did 
not alter relative toxicity; and (lii) not due to the B-subumt as the 
rePlacemen^f the B-subunit in Ctx for that of Etx caused no alteration 
" P toxIcSy, thus excluding the possibility that the broader receptor 
qnprificitv of EtxB is responsible for reduced activity. 

R^arkabl y y ?ne SSferenc/in toxicity could be mapped to a 10-ammo acid 
segment of the A2-fragment that penetrates the central pore of the 
B-subunit pentamer. A comparison of the m vitro stab ility °* fc "? 
toxins differing only in this 10-amino acid segment, revealed that the 
Ctx A^segmen^ conferred a greater stability to interactxo^etween 
the A- and B-subunits than the corresponding segment from Etx A2 This 
suggests that the reason for the relative potency of Ctx compared with 

stems from the increased ability of the A2-fragment of Ctx to maintain 



stems irom uic ~ a r . . • „4-~ e+ - .; na i 

holotoxin stability during uptake and transport into intestinal 

epithelia . 
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CT Check Tags: Human; Support, Non-U. S. Gov't 

Amino Acid Sequence 
^Bacterial Toxins: TO, toxicity 

Cell Line 
*Cholera Toxin: TO, toxicity 

Electrophoresis, Polyacrylamide Gel 
★Entero toxins : TO, toxicity 

Molecular Sequence Data 

Peptide Fragments: TO, toxicity 

Polymerase Chain Reaction 
RN 9012-63-9 (Cholera Toxin) 

CN 0 (enterotoxin LT) ; 0 (Bacterial Toxins); 0 ( 
Enterotoxins) ; 0 (Peptide Fragments) 

L10 ANSWER 2 OF 15 MEDLINE 
AN 1998018503 MEDLINE 

?; ZuSion of B-cell activation by the B subunit of Escheric hia coli 
enterotoxin: receptor interaction up-regulates MHC class II, B7, 
CD40, CD25 and ICAM-1. 

AU Nashar T O; Hirst T R; Williams N A 

CS School of Medical Sciences, University of Bristol, UK. 
SO IMMUNOLOGY, {1997 Aug) 91 (4) 572-8. 

Journal code: GH7 . ISSN: 0019-2805. 
CY ENGLAND: United Kingdom 
DT Journal; Article; (JOURNAL ARTICLE) 
LA English 

FS Priority Journals; Cancer Journals 
EM 199801 

Z TheTsubunits of cholera toxin (ctxB) and Escherichia coli heat 

-labile enterotoxin (EtxB) are non-toxic _ niniH rereotor 

lectins that bind and cross-link a ubiquitous cell glycolipid receptor, 
qanglioside GM1, and are recognized as potent mucosal and systemic 

cultures containing B and T cells. When 48-hr spleen cell cultures 
containing EtxB were compared with those in the presence of a 
non-receptor binding mutant, EtxB ( G33D) , a marked Fvidence sua qested 

shift in the ratio of CD4+ T cells: B cells was noted. Evidence suggested 
th^thL was the result of either enhanced survival or proliferation of 

B cells associated with receptor occupancy by EtxB. Investigation 
revealed that EtxB induced only a minimal increase in 
proliferation above that of EtxB (G33D) , in mixed cell cultures 
and failed to induce any cell division of purified B cells or T cells, 
contrast, receptor-binding by EtxB markedly u P~^ a ^ f * B7 
expression of major histocompatability complex (MHC) class II, B/, 
S?r"e"Slar adhesion molecule-1 (ICAM-1 ) , CD40 and CD on he B-cell 
surface. These results indicate that the polyclonal effects of 
EtxB on B cells are not associated with wide-scale proliferation, 
buf m e likely with maintenance of B-cell survival by activation of 
moLcuLs essential for B-cell differentiation. The findings also 
highlight the essential role of GMl-interaction with EtxB m the 
regulation of lymphocyte responses. 
CT Check Tags: Animal; Female; Support, Non-U. S. Gov t 

Antigens, CD40: ME, metabolism 

Antigens, CD80: ME, metabolism 

Page 7 4 



*B-Lymphocytes : IM, immunology 
*Bacterial Toxins: IM, immunology 
Cell Culture 

Cell Division: IM, immunology 
CD4-Positive T-Lymphocytes: IM, immunology 
♦Enterotoxins : IM, immunology 

lymphocyte Transformation: IM, immunology 
Mice 

Mice, Inbred BALB C . 
Receptors, Interleukxn-2 : ME, metabolism 
*Receptors, Peptide: IM, immunology 
Sp-Regulation (Physiology) : IM, ^£2* . 
RN 126547-89-5 (Intercellular ^esxon^olecu^l) q ( 

CH E C 4 . 6 1 - 2 c D 0 TT (Antigens, cEsO, ; . 0 

enterotoxin LT) , 0 (Antigens, / Histocompatibility 

L10 ANSWER 3 OF 15 MEDLINE 
AN 97289759 MEDLINE 

Prevention of autoimmune dxsease due to lymphocyte modulation by the 
\ n„„u,.^hi 3 roli heat-labile 



DN 
TI 



AU 
CS 
SO 



Prevention ui aui. u — ^ , , . , 

B-subunit of Escherichia coll heat-labile 

SSr^A; StasiuK L M; Nashar T 0; Richards C M; Lang A K; Day M J; 
SepfrtLnt of Pathology and -erotology School^f Medical Sciences, 

^ — STATES OF 

AMERICA, (1997 May 13) 94 (10) 5290-5. 
Journal code: PV3. ISSN: 0027-8424. 



CY United States 
DT Journal; Article; (JOURNAL ARTICLE) 
LA English 



LA bngiisn 

FS Priority Journals; Cancer Journals 
EM 199708 

S i:'JZt.«r.t. that the receptor binding o t Escherichia coli 

h«at-labil. .nt.rotoxin lEtxBI can „ rine „ od el of arthritis. 

^SSVf^^™- - bas^ of the t.il with type II 

C ° lla in n the presence of complete Freund's adjuvant normally leads to 

^as^denced by^fla— ^^^^^ ^ ^ " 
separate injection of EtxB at the same time « yperplasia, and 

challenge prevented leukocyte "^ration^ sy cl ^ ical sympt oms of 

degeneration of the articular "^tilage^nd re of EtxB is its 
disease by 82%. The P"*"? 1 ? °j£"g U *Kce receptor GM1 ganglioside, 

ability to bind to the ubiquitous cell surface r P oprote ins. The 
and to other galactose-containing S^^? ^ £ tectio J from arthritis 



the 



CT 



inrrp^se in interleukin 4 
that protection was assocjat a d wit a .a *ed -tease 
production concomitant with a "J"" 1 "" 5l „ nlfi cant reduction in 
furthermore, in protected *„ "„crease in the IgGl/IgG2» 

anti-collagen antibody levels as «el 1 " »J ™ associated with a shift 

preventing autoimmune dxsease. 

Leek Tags: Animal; Male; Support, Non-U. S. Gov 
Antibody Formation^ ^ irnmunology 

PA, pathology 

PC, prevention & control 

IM, immunology 

PA, pathology 

PC, prevention & 



control 



Arthritis, Adjuvant 

Arthritis, Adjuvant 
^Arthritis, Adjuvant 

Autoimmune Diseases 

Autoimmune Diseases 
* Autoimmune Diseases . . 
♦Bacterial Toxins: TU, therapeutic use 

Collagen 

*Entero toxins: TU, therapeutic use 

Escherichia coli 

G(M1) Ganglioside: IM, immunology 
G(M1) Ganglioside: ME, metabolism 
interferon Type II: BI, biosynthesis 
lnterleukin-4: BI, biosynthesis 
Lymphocyte Transformation 
Mice 

Mice, Inbred DBA 
Protein Binding 

Receptors, Cell Surface: IM, immunology 

T-Lymphocytes: DE, drug effects 
*T-Lymphocytes: IM, immunology 6 (Inter feron Type II); 

RN 37758-47-7 (G(Ml) Ganglioside), 8211b 
9007-34-5 

tC (en a te e roLxin LT, ; 0 (Bacterial Toxins); 0 



CN 



L10 
AN 
DN 
TI 



AU 
CS 

SO 

CY 
DT 
LA 
FS 
EM 
AB 



M ; 0 Bacterial iua-lho,, ~ , Qnrf . rp] 
Knterotoxins) ; 0 (interleukin-4) ; 0 (Receptors, Cell Surface) 

ANSWER 4 OF 15 MEDLINE 
97128619 MEDLINE 

^-dependent conformational change in the B-subumt pentamer of 
:S5«£ii S'icSSl.-.ScSSS-rd. tor a conserved feature of 
the AB5 toxin family. rheesman C; Freedman R B; Hirst T R 

Research L school b of H Biosciences? UniS °* Kent at c,„terhur y , U.K.. 

journal code: AOG. ISSN: 0006-2960. 

£«nairS?cle; ( JOURNAL ARTICLE ) 

English 

Priority Journals 

199703 ,.ntlv associated B-subu„it moieties of SB5 toxins, such as 

o„ e ole°rrtrin e a„d y r".ted di.rrheao.enic — lins, exhit.it ^ ^ 



exceptional P H stability and remain pentameric at P H values as low as 
2 -°- Here, we investigate the structural basis of a pH-dependent 
""^changrwnich occurs within the B5 structure of Escherichia coli 

^"i^S 1 ? O^Thf usfof^S-^CD and fluorescence spectroscopy showed 

around pH 5.0. Tne use 01 reversible pH-dependent 

that EtxB pentamers undergo a fully rever ifil p P Q _ g9g) Qr 513 +/ _ 

conformational change with a pKa ot ^ " pentamer susceptible to 

l^^^^T^—^ therma/stability by IB 

degre c S A comparison of the pH-dependenc. ; of the structural change in EtxB5 , 
with that of a mutant containing a Ser ^bstitutio d ^ ^ 

revealed that the pKa of the co »f™ational chang^ of the imidazole side 
5 l to 4.4. This finding suggests that protonation o ad1ace nt salt 

chain of His 57 might facilitate J disruption of 'P**"^ 
bridge, located between Glu 51 and Lys 91 in « ^ structure _ The 

triggering the ^^^"^i^ae was found to be inhibited when 
pH-dependent conformational change was touna effect on 

B-subunits bound to monosialoganglioside GMI, and to ^ ^ 

Vibrionaceae. „. Human- SuDDort, Non-U. S. Gov't 

CT Check Tags: Animal; Comparative Study, Human, Supp 

Amino Acid Sequence 

♦Bacterial Toxins: CH, chemistry ion 
Bacterial Toxins: IP, isolation & purification 
Cholera Toxin: CH, chemistry 
Conserved Sequence 

Electrophoresis, Polyacrylamide Gel 
*Enterotoxins : CH, chemistry 
Enterotoxins: IP, isolation & purification 

Escherichia coli 
Histidine 

Hydrogen-Ion Concentration 

Kinetics 

Lysine 

Macromolecular Systems 
Models, Molecular 
*Protein Conformation 
Swine 

m £-lTl P (Lysine,; 7006-35-1 (Histidine); 73-22-3 (Tryptophan,; 9012-63-9 

CN ^—xinLT,; 0 (Bacterial Toxins,; 0 ( 
Endotoxins) ; 0 (Macromolecular Systems, 

L10 ANSWER 5 OF 15 MEDLINE 
AN 96324796 MEDLINE 

S Ss"lin kl „, of ell g ,„,Uos ld e «1 induce, th. ?? 



apoptosis of mature CD8+ T lymphocytes. 

Nahar T 0; Williams N A; Hirst T * f Kent canterbury, UK. 

CS Research School of Biosciences, University ot Ken , 
^ _ . *r\ m -r i t\ t TUMTmnT.nr,Y. (1996 May 8 (5) 731-6. Ker. ^ 



AU 



SO INTERNATIONAL IMMUNOLOGY , (1996 May 
Journal code: AY 5 . ISSN: 0953-8178 

CY ENGLAND: United Kingdom 

DT Journal; Article; (JOURNAL ARTICLE 
General Review; (REVIEW) 
(REVIEW, TUTORIAL) 

LA English 

FS Priority Journals 

EM 199705 



EW 
AB 



19970505 , . ^„„ H nhinnitouslv on the surface of 

Gangliosides are glycosphmgolipids found ^^ously o into the 

IS 1 X/SSSSMSLS .«?.=« -„f-ir s n SiSft^Ina t„ gmi 

in vitro propels wnich .r. dependent ^"^J^,,, M by 

ganolioside re "P""- ; £ £ c £° on „ a ture CD4l + > and CD8M T 

EtxB causes a dirterentiai ej-j-c^u ; n rP c nn nse to an unrelated 

cells from lymph node cultures Pff ^""^ ^Ss led to the 
antigen, ovalbumin Addition of Eta ° m ^ d ^„"en»anced activation of 
Sf.foeSf tar^Lred'hi Lpres'sion P or C D 25 «L.- 2 Kalpha, , . By 
.^r^cf does „ot\T»d a to ST faKed to tri„er COS ,., T ce!l 

apTearanc^r^-^^leUr" DNA -re — properties „hrch are 

E ^vTJS^.r JpioS.^ ™ < +1 T ^hocytes. 

CT Check Tags: Animal; Support, Non-U. S. Gov t 
Apoptosis: DE, drug effects 
*Apoptosis: IM, immunology 
*Cross-Linking Reagents: ME, metabolism 

Cross-Linking Reagents: PD, pharmacology 
*CD8-Positive T-Lymphocytes : DE, drug effects 
*G(M1) Ganglioside: IM, immunology 
*G(M1) Ganglioside: ME, metabolism 

G(M1) Ganglioside: PD, pharmacology 
*Membrane Lipids: IM, immunology 
*Membrane Lipids: ME, metabolism 

Membrane Lipids: PD, pharmacology 
UN 37758-47-7 (G(M1) Ganglioside) 

S 0 (Cross-Linking Reagents); 0 (Membrane Lipids) 

L10 ANSWER 6 OF 15 MEDLINE 
AN 96133910 MEDLINE 

£ Potent'immunogemcity of the B subunits of Escherichia coli heat 
enterotoxin: receptor binding ^ --^^f 
induces differential modulation of lymphocyte subsets. 

Page /o 



SO KOCEEMNGS OF THE NATIONAL ACADEMY OF SCIENCES OF THE UNITED STATES OE 

AMERICA, (1996 Jan 9) 93 (1) 226-30. 
Journal code: PV3 . ISSN: 0027-8424. 
CY United States 

DT Journal; Article; (JOURNAL ARTICLE) 
LA English 

FS Priority Journals; Cancer Journals 

S ^Importance of receptor binding in the potent immunogenicity of 
Escherichia coli heat-labile enterotoxin B 
subunit (EtxB) was tested by comparing its ™^ lc ^ 

"SS.^S SlSSTOiS-^^ Hetory or 

, ™ subunit responses. Moreover, the two proteins induced 

strikingly different effects on lymphocyte cultures n vitro. EtxB 
, in comparison with EtxB (G33D) , caused an increase in the lete 
roportion of , .cells many of which were activate^ (C025+, , ^he cop^ 

r/^increasfln^rter^uSn 2 and a decrease in interferon gam^a. 
TheSS ^ *. in rt iM f- that EtxB exerts profound effects on immune cells, 

immunomodulation of lymphocyte subsets. 
CT Check Tags: Animal; Support, Non-U. S. Gov t 
Ad j uvants, Immunologic 
Antibodies, Bacterial: IM, immunology 
Bacterial Toxins: CH, chemistry 
^Bacterial Toxins: IM, immunology 
Bacterial Toxins: ME, metabolism 
Base Sequence 

Cytokines: BI, biosynthesis 

DNA Primers: CH, chemistry 

Enterotoxins: CH, chemistry 
*Enterotoxins: IM, immunology 

Enterotoxins: ME, metabolism 
^Escherichia coli: IM, immunology 
*G(M1) Ganglioside: PH, physiology 

Immunologic Capping 

Immunopheno typing 
^Lymphocyte Subsets: IM, immunology 

Lymphocyte Transformation 

Mice 

Mice, Inbred BALB C 
Molecular Sequence Data 
Mutagenesis, Site-Directed 
Receptors, Cell Surface: ME, metabolism 
Structure-Activity Relationship 
RN 37758-47-7 (G(M1) Ganglioside) /Antibodies 
CN 0 (enterotoxin LT, ; 0 (Adjuvants ™^ 0 ( 

Bacterial); 0 (Bacterial Toxins ) ; 0 (Cytokines), \un* 
Enterotoxins); 0 (Receptors, Cell Surface) 
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L10 ANSWER 7 OF 15 MEDLINE 
AN 96102052 MEDLINE 

™ K^netS of acid-mediated disassembly of the B subunit pentad of 
Escherichia coli heat-labile enterotoxin. 

Molecular basis of pH stability^ Free dman R B; Hirst T R 

Ruddock L W; Ruston S P; Kelly S M, Price United Kingd om. 

Biological Laboratory, University of Kent, Cantere u y, 
JOURNAL OF BIOLOGICAL CHEMISTRY , (1995 Dec 15) 270 (50) 
Journal code: HIV . ISSN: 0021-9258. 
CY United States mT „ T ~v 
DT Journal; Article; (JOURNAL ARTICLE) 

LA English 

FS Priority Journals; Cancer Journals 
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Si^rr^ -ranri^c-ift-h-ues. 

Disassembly , f human EtX B occurs only 

of the cyclic P entamerlc \ S K ^nLf in intrinsic fluorescence this 
below pH 2 . As determined by changes in ^insic constant for 
process follows first-order kinetics, with the ra concentration, 
disassembly being P«POrtional to the a^re of the H 

b8ing , nH ^ 4 and below. These findings are consistent with the 

seen at P 3.4 nd ^°^ sassembly Q f human EtxB being the 
rate-limiting step for disas sem °^ protonation of two 

simultaneous disruption of two interfaces by proton 

C-terminal Hi„„ pm blv of the B-subunit of cholera 

carboxylates. By comparison, disassembly oi 

toxin ■ v. • v. v,~.,<= sns- dpnuence identity with EtxB, 

(CtxB) , a protein whlc V£??^° :„ conditions; with disassembly of 

"o„paS t ": ZSfZLn, support, „o»-„... cov-t 
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EtxB) affect its ""^J^^f Se mu^atxons prevent the B subunits 
dependent manner. At 42 degrees structU re resulting in membrane 

from achieving their fxnal pentameric structu pro duced 
association of the monomers, "^^^^^^to pen^meL that remain 
at 30 degrees C assemble, in the perxpla P that the 
stable when transferred to 42 degrees u formation 
mutant pentamers are stab le -de c it o ns wher e 
is inhibited. The mutant pent ^ers are sxmil y tures up to 65 

Srs^suggeSs ^t^lt^the C-Urminal amxno acids are 
Part of the subunit interface, they appear not to contri -igificantly^o 
?he stabxlity of the final Pentamerxc ^^^^Sriediate in the 
for the formatxon or ^^^^^^^rmSaLons suppress the 
pentamerization pro cess f cond substitutions 

assembly defect of ■»^ r ^^ 1 ;^ lacem ent at position 75 in the alpha 
at its C-termmus. The Thr >u « "P 1 , conta ct between residues 75 
2-helix probably restores the van der Jaals con subst itution at 

and 101, which had been gre atly ^duced by th between the 

position 101 in the beta 6-strand °^ " C -terminus probably 

alpha 2-helix and beta 6-strand whch contains th ther efore 
stabilizes a conformatxon essentxal for assembly 

required 

for the formation of pentamers. 
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^« B submit! .tffll91.5 !. «ntra,t deletion of h \£{ 'stained 

Sucn rcapacS? 8 &i suggests Jhlf -eSi 1 ." SS» -hin the -» to 
T region of the A subumt are important for promoting the 

0lig0 „f^™n addition, »e f™»«"" f ^'* n "Hff orm . stable AB5 

subunit interaction during ^lotoxin assembly These data P es 
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LT(R192G), as a less toxic adjuvant than CT . LT(Rl^) 
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or more effective than CT at inducing « . mucosal CTL 

LT(R192G) was as effective without IL-12 as CT was wh ^ ^ 

IL-12, and the response elicited by ^ (R192^ wxth We h 
further enhanced by the addition of IL-12 CM \ induce a more 

LT(R192G) without exogenous IL-12 therefore L ( ction , In 

favorable cytokine response by not ^Jibiting P ization , and 

particular, less IL-4 is made after ^(R192G) tha fche 
the response is less susceptible to antxIL 12 in fche 
choice of mucosal adjuvant affects the cytokine en the 
m ucosal response and P^ec^on can be enhanced incorporated 
cytokine environment with synergibLiu 
in the vaccine. 

IMMUNOLOGY page 92 



STP Keywords Plus (R) : 



HEAT-LABILE ENTEROTOXIN; 



^ribosyltransferase activity; c ^^_ < ^^^ a! 

^-^^^^^^^^izTl^'. TH2 CELLS 



CHOLERA-TOXIN; 



RE 



PG 



Referenced Author I Year I VOL 
Reference^ ( (rvlH (R^l 



Referenced Work 
(RWK) 



AHLERS J D 
AHLERS J D 
AHLERS J D 
AHLERS J D 
ALEXANDERMI LLER M A 

BABA T W 

BELYAKOV I M 

BELYAKOV I M 

BELYAKOV I M 

BELYAKOV I M 

BELYAKOV I M 

BERZOFSKY J A 

BERZOFSKY J A 

BRAUN M C 

BURNETTE W N 

CARDENAS FREYTAG L 

CHENG E 
CHONG C 
CZERKINSKY C 
DICKINSON B L 
DITOMMASO A 
ELSON C O 
FONTANA M R 
GIULIANI M M 
HARFORD S 
HASE C C 
IWASAKI A 
JIN X 
KATZ J M 
KATZMAN M A 
KAUL R 

KOZLOWSKI S 

LEHNER T 

LEHNER T 

LEHNER T 

LEVINE M M 

LOBET Y 

LYCKE N 

LYKE N 

MARAIS D 

MARINARO M 

MAS COLA J R 

MERRITT E A 

MILLER C J 

MORRIS C B 

MOSS J 

MURPHEYCORB M 
NEUTRA M R 
OGG G S 
OLIVER A R 



1996 |12 
1993 1150 

1997 1158 

1997 |94 
1996 |93 
2000 |6 

1998 1102 

1999 \2 
1998 | 72 

[1998 |95 
|1999 |96 
11999 1170 
11991 |88 
|1999 1189 
11991 |59 
11999 |67 
11999 |18 

11998 |16 

11999 |170 

11995 !63 

11996 164 

11996 I 
11995 |63 
|1998 1187 
11989 1183 
11994 |62 
|1997 |158 

11999 1189 
|1996 1 

11997 |5 

12000 1164 
11992 1175 
11999 1170 

11996 \2 
(1992 1258 
11983 147 

11991 I 59 

11992 122 

11997 |148 
(1999 |80 
11995 1155 
12000 |6 

11995 |2 
11989 163 
12000 |18 

11993 1268 
11999 |162 

11996 114 
|1998 1279 
M 998 |14 



1259 I 
15647 I 
13947 I 
110856 
1 4102 
| 200 
| 2072 
1217 
| 8264 
| 1709 
1 4512 
| 151 
I 876 
1541 
| 4266 
| 826 
I 38 
| 732 
I 197 
1 1617 
| 974 
|59 
| 2356 
I 1123 
I 311 
1 3051 
| 4591 
1 991 
| 292 
171 
1 1602 
| 1417 
1183 
|767 
| 1365 
1 510 
| 2870 
| 2277 
I 504 
| 2471 
| 4621 
|207 
|269 
| 4277 
1 1944 
6383 
540 
275 
2103 
438 



AIDS RES HUM RETROV 
J IMMUNOL 
J IMMUNOL 

| P NATL ACAD SCI USA 

| P NATL ACAD SCI USA 

| NAT MED 

| J CLIN INVEST 

| J HUMAN VIROL 

| J VIROL 

|P NATL ACAD SCI USA 

IP NATL ACAD SCI USA 

j IMMUNOL REV 

| J CLIN INVEST 

| J EXP MED 

| INFECT IMMUN 

| INFECT IMMUN 

1 VACCINE 

| VACCINE 

| IMMUNOL REV 

I INFECT IMMUN 

1 INFECT IMMUN 

| MUCOSAL VACCINES 

| INFECT IMMUN 

1 J EXP MED 

| EUR J BIOCHEM 

| INFECT IMMUN 

1 J IMMUNOL 

| J EXP MED 

(OPTIONS CONTROL INFL 

1EUR EAT DISORD REV 

j J IMMUNOL 

| J EXP MED 

1 IMMUNOL REV 

1 NAT MED 

| SCIENCE 

1 MICROBIOL REV 

1 INFECT IMMUN 

1EUR J IMMUNOL 

|RES IMMUNOL 

| J GEN VIROL 

1 J IMMUNOL 

| NAT MED 

(NAT STRUCT BIOL 

|J VIROL 

| VACCINE 

|J BIOL CHEM 

| J IMMUNOL 

| ANNU REV IMMUNOL 

| SCIENCE 

ICURR OPIN GASTROEN 



Page 93 



ONEAL C M 
OPLINGER M L 
OSCHERWITZ J 
PARTIDOS C D 
PIZZA M 

ROWLAND JONES S 
ROWLAND JONES S 
RYAN E J 
SCHMITZ J E 
SHIRAI M 
SIMMONS C P 
TAKAHASHI H 
TAKAHASHI I 
TAKESHITA T 
TRIBBLE D R 
TRINCHIERI G 
TSUJI T 
TSUJI T 
XUAMANO J C 
YAMAMOTO S 
YAMAMOTO S 



I 1998 
| 1997 
! 1999 
1 1996 
| 1994 
| 1999 
| 1998 
| 1999 
| 1999 
| 1992 
| 1999 
j 1988 
| 1996 
| 1995 
| 1997 
I 1998 
| 1991 
! 1990 
| 1993 
| 1997 
| 1997 



| 72 
I 

|13 
| 89 
| 14 
| 66 
| 102 
|67 
1283 
| 148 
| 163 
| 85 
| 173 
| 154 
I 

116 
|291 
1265 
| 178 
| 185 
I 94 



| 3390 
I 

IS163 
I 483 
151 
! 9 

| 1758 
| 6270 
| 857 
| 1657 
I 6502 
| 3105 
I 627 
| 1973 
I 

| 365 
| 319 
| 22520 
| 1309 
1 1203 
| 5267 



J VIROL 

37 INT C ANT AG CHEM 
AIDS 

IMMUNOLOGY 
MOL MICROBIOL 
IMMUNOL LETT 
J CLIN INVEST 
INFECT IMMUN 
SCIENCE 
J IMMUNOL 
J IMMUNOL 

P NATL ACAD SCI USA 
J INFECT DIS 
J IMMUNOL 

37 INT C ANT AG CHEM 
INT REV IMMUNOL 
FEBS LETT 
J BIOL CHEM 
J EXP MED 
J EXP MED 

P NATL ACAD SCI USA 



L17 
AN 
DN 
TI 



AU 
CS 

SO 



DT 
LA 
SL 
AB 



COPYRIGHT 2001 BIOSIS 



ANSWER 3 OF 11 BIOSIS 
2001:13340 BIOSIS 

Xnt V ranasa; 0 i^unization of ^ce with CpG DNA induces strong systemic and 
mucosaTresp^ses that are influenced by other mucosal adjuvants and 
antigen distribution. u^^or- t n\ 

McCluskie, Michael J.; Weeratna, Risini ' ' H "^f 1 -i 795 Parkdale Avenue, 
(1) Loeb Health Research Institute, Ottawa Hospital, 725 Parkdale Avenue, 
nt.fa Ua K1Y 4E9: hdavis@LRI.ca Canada 

Macular Medicine (New York) , (October, 2000) Vol. 6, No. 10, pp. 

867-877. print. 
ISSN: 1076-1551. 
Article 
English 

laSground: Synthetic oligodeoxynucleotides (ODN) containing 
Sostimulatory cytosine-guanine phosphate-linked ^ c ^^e <C pG, 
motifs are potent systemic and mucosal ad D uvants m tha * h * v ?. 

synergistic action with numerous other adjuvants, including alum and 
cnolera toxin (CT) . Herein, we evaluate CpG ODN with intranasal (I N) 
delivery of purified hepatitis B surface antigen (HBsAg) , relative 
in combination with CT, Escherichia coli heat labile 
enterotoxin (LT) , the B subunit of CT (CTB) , and a nontoxic 
delivaKve of LT (LTK63 ) . Materials and Methods: BALB/c mice were 
immunized by IN administration of HBsAg , alone or combined with CT, LT, 
™ or LTK63 , and/or CpG ODN, or non-CpG control ODN In addition the 
effect of low-or high-volume administration was assessed, m order to 
taraet uoper respiratory or entire respiratory tract, respectively. 
HBsAa-specific lys^emic Y (immunoglobulins : IgG, IgGl, IgG2a m plasma) and 
^ucosaHlgA in Leal, lung, vaginal, saliva, and gut samples, humoral 
responses, as well as cell-mediated immune responses including T cell 

^i-HEftS" 9 Nevertheless, CpG ODN induced a more Thl-Uke response 
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results. This suggests that delivery of antigen to the lung and/or 
^^Z^^^ XTtS synergy between CpG* ODN and 
nlt^e toxins (CT, LT) may depend on their enzymatic activity and that 
lack of synergy with nontoxic derivatives (LTB, LTK63) arises, since they 

toxin mutants that retain some enzymatic activity to optimize 

immune augmentation. t . Vl ^ 0 *^dsn? 

CC immunology and Immunochemistry - General; Methods 3450^ 
Cytology and Cytochemistry - Animal * 02506 

Biochemical Studies - General *10060 *mo64 

^ood! Blood-Forming Organs and Body Fluids - Blood Cell Studies *15004 
Respiratory System - Physiology and Biochemistry *16004 

" Maj BLcSemiftr y and Molecular Biophysics; Xmmune System (Chemical 
Coordination and Homeostasis) 

IT Parts, Structures, & Systems of Organisms n nasal 

T cell: blood and lymphatics, immune system, proliferation, nasal 
cavity: respiratory system; upper respiratory tract: respiratory 

system 

IT Chemicals & Biochemicals 

CpG; Escherichia coli heat labile 
enterotoxin; alum; anti HBs titer; antigen: distribution, 
en cholerrtoxin; cytokines; hepatitis B surface antigen; native 

toxins; synthetic oligodeoxynucleotides : immunost mulatory 

cytosine-guanine phosphate-linked dinucleotide motif 
IT Methods & Equipment 

CT [computed tomography] : imaging method 
IT Miscellaneous Descriptors 

immune augmentation; mucosal immune response 

° RGN SUP MurSe: Rodentia, Manilla, Vertebrata, Chordata, Animalia 

ORGN Organism Name 

BALB/c mouse (Muridae) 

ORGN 0^- S 8 ^ e E ™ es; Marranals; Nonh uman Mahals; Nonhuman Vertebrates; 

Rodents; Vertebrates 
RN 10043-01-3Q (ALUM) 
10043-67-1Q (ALUM) 
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AN 1999386826 MEDLINE 

DN 99386826 

TI Genetically detoxified mutants of heat-labile . 

8 5BHSS SS EBSEatera 

Medicine, London SW7 2AY, United Kingdom. 
SO INFECTION AND IMMUNITY, (1999 Sep) 67 (9) 4400-6. 
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Journal code: G07 . ISSN: 0019-9567. 
CY United States 

DT Journal; Article; (JOURNAL ARTICLE) 
LA English 

FS Priority Journals; Cancer Journals 
EM 199912 

EW 19991202 . 

AB Detoxified mutants of the Escherichia coli ^ a *I 1X 

labile toxin (LT) act as mucosal ad : uvants to intranasal ^ activity 
presented coadministered antigens. Here, we compare the adjuvant activity 
of a panel of detoxified derivatives of LT, using both intranasal (i.n.) 
, , , n o ) routes of administration. The mutants used as 

in immunizations were consistently higher than the equivalent p.o. 
-delivered proteins. LT-G192, a mutant which demonstrates a 
10 fold redaction in toxicity in vitro, demonstrated wild-type adjuvant 
arHuitv both i.n. and p.o., inducing similar titers of KLH speciric 
antJbodv in the sera and immunoglobulin A in local mucosal secretions as 
Tld tZ* £t in line with previous data, the nontoxic holotoxoid LT-K63 
Iniuced P LSrmediate immune^esponses in both th e serum and -cosal 
secretions which were lower than those achieved with wild-type LT but at 
least 10-fold higher than those measured when the antigen was 

^witrLT-B. Although significant levels of local and systemic -ti-KLH 

antibodies were induced following p.o. immunization with LT K63 «llul 
nmiiferative responses to KLH was poor or undetectable. In contrast, 
and LT-G192 Induced significant T-cell responses to KLH following p o. 
Immunization. These proliferating cells secreted both gamma interferon 



and 



CT 



interleukin-5, suggesting that the type of immune response induced 
following p . o . coimmunization with LT and purified protein is a mixed 

Thl/Th2 response. 

Check Tags: Animal; Female; Support, Non-U. S. Gov r 
*Ad j uvants, Immunologic 

Administration, Intranasal 

Administration, Oral 

Bacterial Toxins: AD, administration & dosage 

Bacterial Toxins: GE, genetics 
^Bacterial Toxins: IM, immunology 

Bacterial Toxins: ME, metabolism 

Cell Division 

Cells, Cultured 

Cytokines: BI, biosynthesis 

Enterotoxins : AD, administration & dosage 

Enterotoxins: GE, genetics 
♦Enterotoxins : IM, immunology 

Enterotoxins: ME, metabolism 
^Escherichia coli 

Escherichia coli: GE, genetics 

Hemocyanin: AD, administration & dosage 
*Hemocyanin: IM, immunology 

Immunoglobulin Isotypes 

Mice 

Mice, Inbred BALB C 
Mutagenesis, Site-Directed 
Spleen: CY, cytology 
Trypsin: ME, metabolism 
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CN 



9013-72-3 (Hemocyanin) kevhole-limpet 
EC 3.4.21.4 (Trypsin); 0 ( enter o toxin LT) , 0 ^eyhole P Q 
hemocvanin); 0 (Adjuvants, Immunologic) , 0 (Bacterial 
Scenes); 0 (Enterotoxins); 0 (Immunoglobulin 

Isotypes) 
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99429341 ■ ea i oHinvanticitv of Escherichia coli heat 

The role of cAMP m mucosal ao^uvanticity 

-labile enterotoxin (LT) . 

Sartre? SrrSSWSS^ -lane University Medical 
Center, New Orleans, LA 70112-2699, USA. 
NC AI42777 (NIAID) 

SO VACCINE, (1999 Aug 20) 18 (1-2) 38-49. 

Journal code: X60. ISSN: 0264-410X. 
CY ENGLAND: United Kingdom 
DT Journal; Article; (JOURNAL ARTICLE) 
LA English 
FS Priority Journals 
EM 200001 

EW 20000104 , , 

^iS^rSSS^'cSJfS.C,^ cholera toxin (CI, produced 

Vibrio cholera, have been shown to function as potent mucosal adjuvants. 

R sss ss srsrs^rss s S'srs srsr- " 

influence . a H4iiupntiritv However, different 

of those mutations on toxicity and »d:uvanticity Ho 0 ' t ani „ a l models 
observations reported by various groups using a ™£y ^ ed 

MTn ^^STIcSr-VLiSiSS * comparing three M 

active afi g G K112K) , a protease site mutant 

site mutants (S61F, * 69G ' t £1 toxicity, cAMP activity and mucosal 
(R192G) and recombinant LT-B f or toxicity, c anti q e n. While all 

adjuvanticity using tetanus toxoid TT) as a model antig 
mutants examined showed reduced Jo "ity u C ried. Following 

mutation on its ability ^ Junction as^n adjuvant ^ ^ 

intranasal immunization, native L a je their responses were 
mutants of LT induced serum an tx-TT IgG ^ /^^^ion, LT-B was also 
virtually indistinguishable from one t her In additi , 

able to enhance production o -™J/ e f ^ a Sve ^and mutants, 
significantly lower than t hat a ch ^~ °; " an ti-TT IqG responses were 
Following oral immunization, the best serum TT Ig P ^ 

XSS^~^ ™S i=e"ccu„ulatio„ of c«MP in 
CUltU c,co-2 cells and the ability to elicit production of antig.n-specif ic Thl 

or Th2 cytokines. c„^^r-t- unn-U S Gov't; Support, U.S. 

CT Check Tags: Animal; Female; Human; Support, Non U.b. 
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*Adjuvants, Immunologic: PD, pharmacology 

Administration, Oral 
^Bacterial Toxins: PD, pharmacology 

Caco-2 Cells 
^Cyclic AMP: PH, physiology 

Cytokines: BI , biosynthesis 
★Enterotoxins : PD, pharmacology 
^Escherichia coli: PY, pathogenicity 

IgG: BL, blood 

Immunization 

Mice 

Mice, Inbred BALB C 
Mutagenesis, Site-Directed 
Structure-Activity Relationship 
Tetanus Toxoid: IM, immunology 

RN 60-92-4 (Cyclic AMP) material 
CN 0 (entero toxin LT) ; 0 (Adjuvants, Immunologic), 0 (Bacterial 

Toxins); 0 (Cytokines); 0 (Entero toxins) ; 0 IgG) , u 

(Tetanus Toxoid) 

L17 ANSWER 6 OF 11 MEDLINE 
AN 1998187895 MEDLINE 

7l G^cosphingolipids as novel targets for T-cell suppression by the B 
subunit of recombinant heat-labile enterotoxin 

Milwaukee 53226, USA. . rtruitt@mcw.edu 
NC CA73738 (NCI) 

AI30162 (NIAID) 
SO INFECTION AND IMMUNITY , (1998 Apr) 66 (4) 1299-308. 

Journal code: G07 . ISSN: 0019-9567. 
CY United States 
DT 



AU 
CS 
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t\o u aa f-iahile enterotoxin subunit B (LTB) is a 

- this stu dy , the ejects - -ombxnant L, * t ^^^ 

T£ll^^« cell. bound twic. ; .- « uch as C04 + T 

cells and B cells. Exposure of T-cell subsets and B cells to rLTB 
abrogated mitogen-driven prolxferation. CD8 + T cells were more 

^"So'rLTB than either CD4 + T cells or B cells. There were dxfferences in 

^ sensitivxty of lymphocytes from various strains of mice to rLTB. Th is was 
""ibuted'to qualitative and quantitative differences xn the CD4+ T 
cells. rLTB induced apoptosis in both T-cell subsets but the level was 
Significantly higher xn CD8 + T cells. Apoptosxs peaked at around 8 h 

^'"exposure to rLTB and incubation at 37 degrees C. Binding to ganglxoside 
GUI was essential for suppression, since rLTB/G33D, a mutant 
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U.S. Gov't, P.H.S. 



which does not bind GM1, failed to inhibit Proliferation or jnduce 
apoptosis. Naive T cells, which were acutely sensitive to rLTB, became 
more resistant after activation Conversely activated T cells regained 
th^ir sensitivity to rLTB when they reverted back to a resting state, a 
Sh pu!se £1 r TB was sufficient to inhibit T-cell proliferation and 
LJo?oxic-?-lym P hocyte generation in primary mixed lymphocyte reaction 
cStures CDS* ? cells were preferentially depleted in these cultures. 
SSb alio induced functional modifications in T cells as indicated by 
inhibition of gLna interferon secretion after P^^ 10 -^^^^ 011 ' 
?lus, rLTB may have immunomodulatory properties independent of its 

ability 

to induce apoptosis. 
CT Check Tags: Animal; Support, Non-U. S. Gov't; Support, 

Apoptosis: DE, drug effects 
^Bacterial Toxins: PD, pharmacology 

Cytokines: BI , biosynthesis 
*Entero toxins : PD, pharmacology 
*G(M1) Ganglioside: PH, physiology 
^Immunosuppressive Agents: PD, pharmacology 

Lymphocyte Culture Test, Mixed 

Lymphocyte Transformation: DE, drug effects 

Mice 

Mice, Inbred AKR 
Mice, Inbred BALB C 
Mice, Inbred C57BL 
Mice, Inbred DBA 

Recombinant Proteins: PD, pharmacology 
*T-Lymphocytes: DE, drug effects 
37758-47-7 (G(M1) Ganglioside) 

0 (enterotoxin LT) ; 0 (Bacterial Toxins); 0 (Cytokines 
); 0 (Enterotoxins) ; 0 (Immunosuppressive Agents); U 
(Recombinant Proteins) 
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1998223787 MEDLINE 
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LT(R192G), a non-toxic mutant of the heat 

l^ile enterotoxin of Escherichia coll, elicits enhanced 

i^»l"SS"Su?ar immune responses associated with protection against 
lethal oral challenge with Salmonella spp . 

Spa?«„t r S L-nofc*,. Tui™ unlv.r.1., ««' 

Center, New Orleans, LA 70112, USA. 
AI28835 (NIAID) 
AI36519 (NIAID) 

VACCINE, (1998 Apr) 16 (7) 732-40. 

Journal code: X60. ISSN: 0264-410X. 

ENGLAND: United Kingdom 

Journal; Article; (JOURNAL ARTICLE) 

English 

Priority Journals 

Jfthe current study we examined the ability of a novel mucosal adjuvant, 
^2G) to enhance the humoral and cellular ™- -^f^^ 
killed Salmonella spp. and to affect protection agains lethal oral 
challenge with wild-type organisms. Mice orally "^J^ 1 ^ ' 

dublin in conjunction with LT(R192G) were protected against ^al oral 
challenge and had higher IFN-gamma, IL-2 and IgG responses than did mice 

Page 99 



adjuvant, 



CT 




Administration, Oral 

Antibodies, Bacterial: BI, biosynthesis 

Antibodies, Bacterial: BL, blood 

Antibody Formation: DE, drug effects 

Antibody Formation: IM, immunology 

Antibody Specificity 

Bacterial Toxins: GE, genetics 

Bacterial Toxins: IM, immunology 
^Bacterial Toxins: TU, therapeutic use 

Cytokines: BI, biosynthesis 

Enterotoxins : GE , genetics 

Enterotoxins : IM, immunology 
★Enterotoxins: TU, therapeutic use 

Feces 

Immunity, Cellular: DE, drug effects 
Immunity, Cellular: IM, immunology 
Immunity, Mucosal: DE, drug effects 
immunity, Mucosal: IM, immunology 
Interferon Type II: IM, immunology 
Leukocytes, Mononuclear: ME, metabolism 
Lipopolysaccharides: IM, immunology 
Lymph Nodes: CY, cytology 
Lymph Nodes: IM, immunology 
Mice 

Mice, Inbred BALB C 
Mutation 

Neutralization Tests 
^Salmonella Infections, Animal: IM, immunology 
^Salmonella Infections, Animal: PC, prevention & 

Spleen: CY, cytology 

Spleen: IM, immunology 
82115-62-6 (Interferon Type II) 

0 (enterotoxin LT) ; 0 (Antibodies, Bacterial); 0 
Toxins); 0 (Cytokines); 0 (Enterotoxins); 0 

(Lipopolysaccharides) 
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ISSN: 0022-1007. 
DT Article; Journal 
FS LIFE 
LA English 

S° Ref Ch^era C ?oxin (CT) , the most commonly used mucosal adjuvant in 
experimental animals, 'is unsuitable for — because o ^ent 
diarrhea-inducing properties. We have constructed two CT A subunit 

nts e q serine— phenylalanine at position 61 (S61F) , and 
~SSSc ac?dl->lysine a? 112 (E112K) by ^e-dire=ted . = s . 
„ ■ -4- rT< (■mr r v\ in contrast to native CT (nCl), mauceu 

serum anti-OVA immunoglobulin G (IgG) antiDoaieb ; 

of I'gGl and IgG2b subclasses. Although nCT induced brisk IgE Ab 

from adjuvanticity, and the mCTs induce Ab responses via a Th2 cell 

Immunology; medicine, research & experimental 

SSK?c H li-coii^^^-=r^ GU os IDE cm, vibrio-choleras; 

^J^^i "ScoTtSn"; DIPHTHERIA- TOXIN RECEPTOR; INDUCTION 
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TI Oral immunization with the B subunit of the heat-labile 

enterotoxin of Escherichia coli induces early Thl and late Th2 

cytokine expression in Peyer's patches. 
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AB The B subunit of heat-labile toxin (LT-B) from 

enterotoxigenic Escherichia coli has been shown to be a powerful mucosal 
immunogen. Oral immunization of mice with LT-B revealed that BALB/c 

(H_2d ind C57BL/6 (H-2b) mice gave high serum IgG and mucosal IgA responses 
specific for LT-B. However, ALY (H-2b) mice lacking intestinal Peyer s 
patches (PP) did not respond to oral LT-B with either serum or mucosal 
antibodies. These results indicate that PP lymphocytes supported both 
systemic and mucosal immune responses when the antigen was administered 
orally. Reverse transcription polymerase chain reaction analyses revealed 
that PP CD4 T cells expressed early Thl-type ( inter feron-gamma and 
interleukin [IL]-2) and late Th2-type (IL-4, -5, and -6) cytokine mRNA. 
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